Modulation of CA-125 tumor marker shedding in ovarian cancer cells by erlotinib or cetuximab.
The EGF receptor tyrosine kinase inhibitor erlotinib and the EGF receptor antibody cetuximab were investigated with respect to their antiproliferative effect in vitro and their influence on the synthesis and secretion of the tumor marker CA-125 in ovarian carcinoma and human peritoneal mesothelial (HPMC) cells. Ovarian cancer cell lines and HPMC were cultured in vitro under the usual conditions. CA-125 surface expression was detected by a living cell radio-immunoassay. CA-125 concentration shed into supernatant medium was determined using a microparticle enzyme immunoassay. Proliferation was inhibited by erlotinib in a dose-dependent manner in 4/5 cell lines but in none of the HPMCs. Only the erlotinib-sensitive cell lines also responded by decreasing surface density of CA-125. Release of CA-125 into the supernatant medium was independent of its surface density and was increased by erlotinib treatment in all but HTB77 cancer cells but not in HPMCs. Very similar results were obtained when the EGFR antibody cetuximab was used in place of erlotinib. The results indicate that the effects observed were a consequence of EGFR inhibition. The influence exerted by erlotinib or cetuximab treatment on shedding and cell surface density of CA-125 leads us to conclude that CA-125 blood levels measured during therapy might not correctly indicate changes in tumor size.